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» Clinical Gene Therapy:  Applications and 
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» Role of the RAC and Resources 
 

» The Genetic Modification Clinical 
Research Information System 
(GeMCRIS) 
 

 
2 



Gene Transfer Trials By Application 
2008-2012 

Cancer 
72% 

Single Gene 
Disorder 

7% 
Cardiovascular 

5% 
Other 

Therapeutic 
7% 

CNS 
3% 

3 
Rev: 08-16-12err 

Infectious 
Diseases 

6% 



Gene Transfer Trials By Delivery System 
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 Federal scientific advisory committee 
with broad clinical and scientific 
expertise as well as bioethics and public 
representation 

 Meets quarterly in open forum with 
significant webcast audience 
 Promotes scientific rigor and ethical conduct 

of human gene transfer 
 Key component of biosafety oversight 

framework for recombinant and synthetic 
nucleic acid research conducted in the U.S. 
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 A small number of novel clinical human 
gene transfer protocols reviewed at public 
meetings 
 

 Enhances the scientific merit of the protocol 
 Increases the safety for subjects, and as 

necessary, biosafety protections for 
researchers, health care workers, close 
contacts of research subjects 

 Informs the field of new developments 
 Promotes transparency 

 
6 



 Was a Protocol reviewed? 
 GeMCRIS 
 Protocol List on OBA website 

 

 Meeting materials 
 Webcast  
 Presentations  
 Minutes contain final RAC recommendations 
 Summaries of selected, related, serious adverse 

events reviewed by the Gene Transfer Safety 
Assessment Review Board (GTSAB) 

 
http://oba.od.nih.gov/rdna/rdna.html 
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 Ongoing identification and dissemination 
of key issues of importance to the field 

 

 Analyses of safety data: 
• Becomes the basis of safety symposia 

examining specific products/trial designs 
• Assures the public that potential safety issues 

are being proactively addressed 
 

 Identification of trends in protocol design, 
applications, and vectors to allow 
development of gene therapy workshops 
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 Gene Transfer and Rare Diseases (Sept. 2012) 
 

 RNA Oligonucleotides: Emerging Clinical Applications 
(Dec. 2011) 
 

 NIH RAC and CliniGene Scientific Symposium on 
Retroviral and Lentiviral Vectors for Long-term Gene 
Correction: Clinical Challenges in Vector and Trial 
Design (Dec. 2010) 
 

 Sham Neurological Procedures in Clinical Trials for 
Neurodegenerative Diseases: Scientific and Ethical 
Considerations (June 2010) 
 

 Gene-Modified T Cells: Challenges in Clinical Trial 
Design (June 2010) 
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Helps potential participants 
understand fundamental 
concepts in human gene transfer 
research 

  

Suggests questions participants 
should pose to their physicians 
and to research staff in order to 
make a fully informed decision 
about participation 



GeMCRIS 
 Launched in 2004, GeMCRIS® is a Web-accessible 

database of human gene transfer clinical trials 
accessible by all. 

 
 GeMCRIS is also a relational database that supports 

Web-based reporting of adverse event information 
directly to NIH.  
 

 The development of GeMCRIS was a collaborative 
effort involving both the NIH and the FDA.  Adverse 
event (AE) information captured in GeMCRIS also 
meets FDA reporting requirements. 
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GeMCRIS 
 OBA and FDA can use GeMCRIS to 

analyze protocol and safety data 
 # of protocols using a vector 
 # of subjects dosed 
 Safety data can be searched across all 1200+ 

protocols based on event terms, MeDRA 
codes, relationship to gene transfer agent, 
vector, time interval between dosing and 
event 

 
 
 

 
 
 
 

13 



GeMCRIS Analysis  

 In June 2011, OBA was notified of an 
unexpected death of a subject with leukemia on  
cancer vaccine trial  

 Vaccine consisted of irradiated K562 cells 
transduced with a gene for human GM-CSF 

 An unexpected finding in this case was the 
development of a profound eosinophilia with 
eosinophilia counts of > 100,000/ul and high 
circulating levels of GM-CSF  
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GeMCRIS Analysis 

 OBA notified 26 investigators with active 
protocols that either used K562 cells 
transduced with a gene for GM-CSF or 
irradiated tumor cells with GM-CSF 

 OBA was able to notify the investigators that 
of the 71 protocols using these products, 
which together had dosed over 1700 subjects, 
only one other event with a mild, self-limiting 
eosinophilia was discovered 

 Investigators invited to watch the webcast of 
the RAC meeting discussing this event and 
given the opportunity to participate 
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 Promotes public access to information and 
understanding about human gene transfer clinical 
research 

 Provides additional information that is not included 
in other data bases, such as Clinical Trials.gov 

o Detailed information on product, including vector, 
promoters and specific transgenes 

o Scientific and non-scientific abstracts 

o Links to minutes if public review done 

o Summaries of major trial design changes 
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Public Access to GeMCRIS 



Public Access to GeMCRIS 

 Type the following URL into your Web 
browser’s address bar: 

http://www.gemcris.od.nih.gov/ 
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Finding Information  
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All clinical trial information is accessed through 
the “Search” functions on the Menu Bar 
 
Search functions include: 

•Protocol title and OBA Protocol numbers 
•Medical condition (MedDRA coded) 
•Trial Sites, study phase and trial status 
•Product searches by: 

-Product name (includes synonyms e.g. “TK”) 
-Descriptors (controlled vocabulary) 
-Vectors, genetic elements, producer cells 
-Routes of administrations 



Finding Information  
Search Protocol Data 
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View All for a “quick” display  

HYPERLINKS: 
• Investigator(s), 
• Vector, cells, genes 
• RAC minutes 
• Abstracts 
• Clinicaltrials .gov 
• Amendments 
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Finding Information  
Search Product Data 
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Product Name: 
• Shorthand or other 

designations of constructs 
(e.g.  GVAX, JX-594…) 
 

Biological Descriptors: 
• Vector Classes 
• Producer Cells 
• Genetic elements 
• Transduced Cells 

 
Routes of Administration 
 
Multiple field entries return 
filtered data (“and” logic) 



 
Vocabulary Reports 
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Term Reports 



User Help 
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Enhancements to GeMCRIS 
 Selected amendment summaries are now 

posted to the public-facing GeMCRIS 
pages 
 

 In addition to adverse event reports, 
investigators can submit Annual Reports 
directly to GeMCRIS  
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  Office of Biotechnology Activities 
    6705 Rockledge Drive, Suite 750 

Bethesda MD 20892 
 OBA@od.nih.gov 

 
For information on upcoming meetings join 

our listserv.  
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